iASPP: a novel protein involved in pituitary tumorigenesis?
Pituitary tumors can be morphologically classified as microadenomas (diameter<1 cm) or macroadenomas (>1 cm), which can be enclosed, invasive and/or expansive. Functionally, they are classified as secreting tumors and clinically non-secreting or 'non-functioning' tumors. Several molecular mechanisms have been studied acting in uncontrolled cell proliferation and the acquisition of resistance to apoptosis. A potential mechanism related to apoptosis control has been found following the isolation and characterization of the ASPP proteins family. All these proteins share sequence similarities in their C-termini, which contains their signature sequences of Ankyrin repeats, SH3 domain and proline-rich region. Recent investigations reported that the expression of iASPP mRNA and protein was increased in non-transformed cells induced to undergo apoptosis and inhibition of iASPP expression in these cells by siRNA reduced apoptosis. Thus, modulation of iASPP expression seems to be an integral part of the apoptotic response. The ASPP proteins family binds to proteins that are key players in controlling apoptosis (P53 and NFkappaB p65 subunit). It has been speculated that the iASPP protein product induces apoptosis by blocking NFkappaB or inhibits apoptosis by blocking P53. By either mechanism, the gene could influence the survival of precancerous lesions.